KinHu4yeckue nposiBJICHUS
TMIEPYYBCTBUTEIHLHOCTH
K JICKAPCTBCHHBIM CpPeACTBAM.

T.1. Enuceena



«HebnazonpussmHas
JlekapcmeeHHasi peakyusi» —

JNrobasi epedHas 0151 op2aHU3Ma YesioeeKka peaKyusi,
Komopasi B03HUKaem
rnpu ucroJsib308aHuuU JiekKapcmeeHHbIXx cpedcme
8 06bI4YHbIX 003ax
C uenbio npochunaKkmuku, nedyeHusi u duazHocmuku. [WHO, 2004]



Knaccugukayus

He)xenameJsibHbIX MO60Y4YHbLIX peaKyul Ha JleKapCcmeeHHbIe
cpedcmea (Rawlins M.D., 1991).

TWUI A - (nporHo3unpyemsble, npeackKkasyemMble) — Taxukapansa u aputMmus npm
npuMmeHeHnn 6eta2 — aroHMCTOB Npu BegeHun nauneHToB ¢ BA — 80% Bcex HPJIC
TWI B - (HenporHosupyemble, Henpeackasyemble) — KpanneHuMLUa npu NnpuMeHeHnm
HIMNBC — He 3aBucAT OT 403bl Yalle UMEKT MECTO Y NpeapacnonoXeHHbIX NauneHToB
TWUM C - (3cpchekTbl Nnpu ANUTENBLHOM NPUMEHEHUN)
TUM [ - (otcpoyeHHble 3pcheKTbI)

TABLE. Classification of Adverse Drug Reactions

Type A Pharmacological adverse effects
(predictable in 80% of cases)  Drug interactions
Others
Type B Non-immune-mediated
(not predictable) Immune-mediated Type I: IgE-mediated drug hypersensitivity

Type II: IgG-mediated cytotoxicity
Type III: immune complex deposition
Type IV: T-cell-mediated drug hypersensitivity

Demoly P. et al. Allergy 2014; 69: 420-37
Solensky R. et al. Ann Allergy Asthma Immunol 2010; 105: 259-73 3



Knaccudukauma nekapcTBeHHOU anneprum no KINMHNYECKUm
NPOABJIEHNAIM U NaTOreHesy

HemegneHHble (Immediate) - O6bIMHO pa3BMBalOTCA B TEYEHME NepPBbIX 1— 6 YacoB Nocne nocrnegHers
npuema nekapcrea, 0O4HaKO CTapT peakumn MoXeT ObiTb B TedeHne 00 24 4yacoB

HeHemeaneHHble (Non-immediate, Delayed) - O6bl4HO pa3BuMBaloTCa B MHTepBare oT 1 yaca o
HEeCKONbKMX AHeN (U gaxe Hederb) NOCNe Havana npyema nexkapcrea
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Int J Mol Sci. 2017 Jun; 18(6): 1316. Published online 2017 Jun 20. doi: 10.3390/ijms18061316



IgE-onocpenoBaHHble AHadunakcus OT HecKOnbKux [NeHnunnnnHbI

(rMnepyyBCTBUTENBHOCTb KpanusHuua MUHYT A0 1 yaca LiedpanocnopuHbl
HeMeas1IeEHHOro Tmna) AHrnoorek (peoko yepes 1-6 HIMBC
PuHut YacoB Unn B YyxxepogHbie
KOHBIOHKTUBUT TeyeHue 24 4yacoB)  CbIBOPOTKM
BpoHxncnasm nocne nocnegHero  benkoBble
[acTponHTecTMHanbHbI  Npuema J1C npenaparbl
CUHOPOM MbliLweYHble
perakcaHTbl

- KnnHuyeckas MUMMyHOMNorma u
annepronorua. ®egeparnbHble
KIMHUYeckune pekomeHgaumn. lNoa
penakumen: akag. PAH P.M. XanToBa,
npod. H.N. UnbuHon. — M.: «®apmapyc
MpuHT Megunay», 2015. 92 c.

- Demoly P. et al. Allergy 2014, 69: 420—
37

o o : ...
IMMEDIATE Urticaria/angioedema &
REACTIONS  Anaphylactic Shock

Mastcells Basophils



KnuHun4yeckune JlekapcTBeHHbIe
Tuvn Bpems pa3Butus
NnposiBreHnsA cpepacTBa

LinToTokcunyeckne LinTonenus Uepes 5-15 gHen  [eHMUUNnHBbI
nocre Ha4yana XUHUOWH
npuema npuYMHHO- PeHNTOUH
3Ha4umoro J1IC mopanasuH

npokanHammg,
TYPE 11

Antibody

+ %
+ 4+
+ +

Sogurce: DiFiro T, Talbert RL, Yee GC, Malzke GR, Wells B3, Posey LM:
Pharmacotherapy: A Pathophysiologic Approach, Ninth Edition:
wiwiw.accesspharmacy.com

Copyright € The McGraw-Hill Companies, Inc. All rights reserved.
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MmmyHokomMnnekcHble  OTCpoyeHHas kpanuBHuua  Yepes 7-8 gHen CbIBOpPOTKM
Backynut (Npn Backynute BakumHbl
YpTuUKapHbIN BacKynut yepes 7-21 AeHb) AHTUOMOTUKM
CblBOpOTOYHast 6onesHb CynbtaHnnamumapl
AHecTeTuku

TYPE 11

Complement

CbIBOpOTOYHas
bonesHb

(uedpaknop)

emopparnyecknmn BackynuTt —
NOCTBaKUMHANbHbIN.

Nair BT, Krishna SR, Karmani S.
Polymorphonuclear Leukocytoclastic vasculitis
following DPT vaccination. Trop J
Med Res 2015;18:42-4




Tun

Tun
IYa

IYb

IYc

lyd

Peakuuu
Mnep4yBCTBUTENBHOCTb
3amMeasieHHoro Tmna

Peakuun

Thl (UHTepdhepoH —ramma)

Th2 (UN-4, WI-5)

LinToTokcnyeckue T-kneTku
(nepcopuH, rpaHaum B, Fasl)

T-knetkn (UI1-8)

TYPE IV

T Cell Cytokines

KnuHnyeckue nposiBneHus

Pa3nunyHble ak3aHTEMbI

PUKCUPOBaHHbBIN AepMaTuT

CuHagpombl CTuBeHca-[>koHCOoHa, Jlanena
KoHTakTHbI Aepmatut

KnuHunyeckue nposiBrneHusi
Ok3ema
KoHTakTHbIN oepmatut
Makyrno-nanynesHasi ak3aHTema
DRESS

Makyno-nanynesHas aKk3aHTema
CuHapom C-I/T3H
[MycTtynesHasa sk3aHTeMa
OcCTpbIft reHepanM3oBaHHbIN
3K3eMaTOo3HbIN NycTynes

Bpemsa pasButusa

JlekapcTBeHHbIe cpeacTBa

Yepes 1-21 geHb nocne Havana AHTUONOTUKK
npumMmeHeHus J1C CynbdaHnnamngsl
AHecTeTnku

MpoTrBOCYAOPOXKHBIE NpenapaThbl

Bpems pa3Butus
Uepes 1-21 geHb nocne Havana npMMeHeHus
JiC
OT 1 Bo HEeCKONbKUX AHEeN OT Havyana npuema
N1C npu MMM, yepes 2—-6 Heq nocrne Ha4yana
npuema JIC npu DRESS
Uepes 4-28 pHen nocne Havana nevyeHus npu
CCLO/T3H

Kak npaBuno, 4yepes 1-2 gHA nocrie Havyana
npuemMa npuyYmMHHO-3Ha4mmoro J1C
(HO MOXeET BbITb N NO3XKeE)

.

] NON-
IMMEDIATE
REACTIONS

Multiform erithema
Exanthema
Urticaria

Fixed drug eruption

Acute generalised
exanthematic pustulosis

Stevens-Johnson syndrome
Toxic epidermal necrolysis

e
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Demoly P. et al.
Allergy 2014,
69: 420-37
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HemeaneHHble (Immediate)

KpanuBHuua

TUNUYHBLIN BapUaHT NEeKaPCTBEHHbIX
Cbinen, HO NpU JeKapCTBEHHOW
anneprumv BCTpevyaeTcs BCe Xe pexe,
yeM MaKynonanyJsie3Has CbiMb.

MNMpeactaBnsaeT cobom 3yaawme
BOMAbIPU pa3fin4HbIX pa3MepoB U
nokanusauuu, ncyesarwme 6eccnegHo
B Te4yeHue 24 (48) yacos, nHorga
accoumupoBaHHble ¢ oTekamu KBuHke.

Bonabipu 06bIYHO NOABRAIOTCA
AOCTaTO4YHO ObICTPO — OT HECKOJIbKUX
MUHYT 0 HECKOJIbKUX YacoB nocrie
npuema npenaparta, MOryT ObITb
KOMIMOHEHTOM aHaunakTu4eckmx
peakuui.

Y yacTv naumMeHTOB NeKapcTBeHHasA
KpanuBHULUa nmeeT B ocHoBe IgE-
ornocpenoBaHHble annepruyeckue
peakuuu.

Mpumep. esodka, 5 net. Octpas
kpanueHuua. OPBW, nepnon
pekoHBanecueHLumn.

HakaHyHe nuxopagka o 39,4. B
NeYeHnn: aMUHOMEHNLMNIININHDI,
HIMBC, mMecTHble aHTUCENTUKN,
romeonarnyeckme
NPOTUBOBUPYCHbIE
nekapcTBEHHbIE CpeacTBa.

B aeHb BbICkINaHU Temneparypa
Tena 38.2 rpag C, HIMBC He
NPUMEHANN.




HemeaneHHble (Immediate)

AHIrMooTeKk NeKapCTBEHHOro MnpoucxoXxaeHus

Be3bonesHeHHbI Npy  nanbnauuu
OTeK C YEeTKMMW T[paHuLamu,
pas3nNnUYHOM Nokanuaaumm, MoXeT
COMpOBOXAAaTbCA  KpanuBHULIEN,
KOXXHbIM 3YZI0M.

XapakTtepusyeTtcd ObICTPbIM
pa3BuTnem B obnactu ryo, Bek,
MHOrAa YLWHbIX pPaKOBWUH, Ha
TbISIbHON MOBEPXHOCTU KUCTEU W
cTon, B o0OnactTu nonoBbIX
OpraHos.

OudpdepeHumaneHbl  gmMarHo3 C
HAO, CBSAA3aHHbIMU C
HapyLIeHNAMN B cucrteme
KomnnemenTa/




HemepneHHble (Immediate)

AHadunnakcuma -

cepbe3Had, XM3Heyrpoxawuwasn, reHeparnim3doBaHHad
nnn cUMCTeMHasa peakuma runepvyyBCTBUTENIbHOCTU.

O6 aHadunakcun Heobxoammo nogymaTb Npwu
OCTPOM Pa3BUTUN CUMMTOMOB Yepe3 HECKOSbKO
MUHYT-4acoB nocne BeBegeHna npeanonaraemoro J1C
NPy HanuM4yuMM AByx Unn Gonee CMMNTOMOB:

*  a) nopaxeHune KOXu n/unmn cnusncTblx B BUAE
reHepaniuzoBaHHOM KpanuBHUUbI, 3yaa n/vnm
apuUTEMBI, OTeKa ryb, a3blka, HEOHOro A3bIYKa;

« ©0) pecnupaTtopHble NposiBNeHns (3aTpyaHeHne
AblXaHWs, oAbllKa, Kallerb, 3arn0XeHHOCTb
HOCa, YMxaHune, Xpunbl B rpyan, ctpnaop,
rmnokcemMms);

e B) BHe3anHoe cHwxeHue A[] v, kak cneacTeue,
pa3BUTME Kosuianca, CUHKoNanbHbIX COCTOSIHUN,
napanuya CpUHKTEPOB;

° F) nepcncTnpyroimne raCtTponHTeCTUHalribHble
HapyweHnd B Buge Ccrnactn4eckmnx bonen B
XnMBOTE, PBOTHI.

Anaphylaxis is highly likely when any one of the following three criteria is fulfilled:

AND AT LEAST ONE
OF THE FOLLOWING:

Sudden onset of an illness (minutes to several hours), with involvement of the skin, mucosal tissue,
or both (e.g. generalized hives, itching or flushing, swollen lips-tongue-uvula)

Sudden respiratory symptoms
and signs

(e.g. shortness of breath, wheeze,
cough, stridor, hypoxemia)

[

e W

Wt e R S —
b X e
Sudden reduced BP or
symptoms of end-organ
dysfunction (e.g. hypotonia
[collapse], incontinence)

or EJ

Two or more of the following that occur suddenly after exposure to a likely allergen or other trigger*
for that patient (minutes to several hours):

1
]

[
14
Sudden skin or mucosal
symptoms and signs
(e.g. generalized hives, itich-flush
swollen lips-fongue-uvula)

A ‘A
b/
Ml i Pt
Sudden respiratory symptoms
and signs

(e.g. shoriness of breath, wheeze,
cough, stridor, hypoxemia)

e ., o
s»‘ e A
Sudden reduced BP or
symptoms of end-organ
dysfunction (e.g. hypotonia

[collapse], incontinence)

)
Sudden gastrointestinal
symptoms (e.g. crampy
abdominal pain, vomiting)

or [E}

Reduced blood pressure (BP) after exposure to a known allergen** for that patient
(minutes to several hours):

Infants and children: low systolic BP (age-specific)
or greater than 30% decrease in systolic BP***

Adults: systolic BP of less than 90 mm Hg or greater

than 30% d

‘e by
S

from that p

*  For example, immunologic but IgE-independent, or non-immunologic (direct mast cell activation)

** For example, after an insect sting, reduced blood pressure might be the only manifestation of anaphylaxis; or,
after allergen immunotherapy, generalized hives might be the only initial manifestation of anaphylaxis.

*** Low systolic blood pressure for children is defined as less than 70 mm Hg from 1 month to 1 year, less than (70 mm Hg + [2 x age])
from 110 10 years, and less than 90 mm Hg from 11 to 17 years. Normal heart rate ranges from 80-140 beats/minute at age 1-2 years;
from 80-120 beats/minute at age 3 years; and from 70-115 beats/minute after age 3 years. In infants and children, resgira:gfﬂ
compromise is more likely than hypotension or shock, and shock is more likely to be manifest initially by tachycardia than by hypotension.

Demoly P. et al. Allergy 2014; 69: 420-37



HeHemepaneHHble (Non-immediate) peakumm runep4yyBCTBUTENBLHOCTHU

Makynonanyne3Hble 3K3aHTEMbI

CoctaBnsiet 75-90% nekapCTBEHHO-NHOYLNPOBAHHbIX
KOXHbIX BbICbINaHUM

[ebioT cbinun, Kak npasuno, Habnogaetca yepes3 1 Hea.
nocrne Havyana fie4yeHus

[Mpeocbnagaowmm TUMNOM KMNETOK B 3TOM Cllyyae
ABNAOTCA LIUTOTOKCUYECKUE T-KNeTkun

Bo3aMOXHO nporpeccupoBaHmne BbiCbiNnaHun OO0 Oonee
CEPbE3HbLIX MPOSIBNEHUN, BKIOYAA TOKCUYECKUN
annaepmManbHbI HEKPOSN3

KoXHble M3MeHeHUst Mc4ye3aloT Yepes3 HECKOMbKO AHEWN
nocne npekpaLleHus npuemMa npenapara, 4acTo
COMPOBOXAATCA OOLMPHbLIM OTLEYLWUBaHUEM

dnumgepmMmuca.




HeHemeaneHHble (Non-immediate) peakumm runep4yyBCTBUTENIbBHOCTHU

MakynonanynesHble 3K3aHTEeMbl

NeBouyka P.C., 4-x ner.

C 2-x net cTpagaet 6poHXnansHOM acTMON

Oktabpb 2014 roga — OPBW, ambynatopHoe
nevyeHne, aMoKCULINITIVH.

Ha 7 neHb Tepanuu obLunpHas
MakynonanynesHas CnmBHas Cbimb.

[ocnutanunanposaHa B [KI'E Ne1

[TaTonornyeckne cUMNTOMBbI KynmpoBaHbl B
Te4YeHne Heaenn

[Mocne KyrnmpoBaHU4A MaKyno-nanynesHoﬁ CbIlNnn
OTMeYanocb HebonbLloe wenyweHmne




HeHemepaneHHble (Non-immediate) peakumm runep4yyBCTBUTENBLHOCTHU

®dukcnpoBaHHbIN AepMaTuT

*  CocTouT N3 0gHOro NN HECKONBbKUX 3NIEMEHTOB (3PUTEMATO3HbIX, OYynne3HbiX, B Buge OnsLiek)
pasnn4yHbIX OPM 1 pa3MepoB, C YETKUMU FpaHMLLaMN.

*  OHM NOBTOPSAOTCA B OAHOM M _TOM €& MECTe KaKAbl pa3, Koraa BBOAAT OnpeaerieHHbIn npenapar.

* [pekpalwleHne BBeOeHUS nekapcTBa COMPOBOXOAETCS 0ObIMHO peayKunen CUMMNTOMOB, OAHAKO YacTo
C COXpPaHEHWeM OCTaTOYHOM rMnepnurMeHTaunmn, YTO NO3BOSISET SIErKO ONpeaennTb NOPaXKeHHYHo
obnacTb.

*  JaHHbIN KNUHUYECKM BapuaHT o0bbl4HO accoumnpoBaH ¢ CD8+ T-knetkamu (LumMToTOKCUYECKue T-Ki).

Aesouka, 12 ner, 6-cm, Brisika ¢ YeTkMMM C, D) Disseminated erythematous macules after the oral challenge
rpaHuLamMm 1 KonnancuposaHHOW Gynnon B LeHTpe test

Fixed Drug Eruption due to Achiote Dye
Case Rep Dermatol. 2016 Jan-Apr;8(1):14-18



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/figure/F1/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/figure/F1/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/figure/F1/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772639/

HeHemeaneHHble (Non-immediate) peakuuu runepyyBCTBUTENIbHOCTU

MHorocpopmMmHasa 3aKccyaaTUBHasa 3putema

DA

cnHgpom CtmBeHca-[>KOHCOHa

Xapaktepuayetcsi NoNMMOPdHbLIMU BbICbINAHUAMU B BUOE 3PUTEMBI,
MULLEHEBUOHbIX nanyn,

KOTOpPbI€ MOTrYT NPOrpeccupoBaTh A0 BE3UKYNE3HbIX U OynnesHbIX
NMOpa)KeHU, Ha MecCTe KOTOpPbIX 0bpasyrTcsa 3pO3unMw.

BbicbinaHus npenmMyeCTBeHHO JTOKaJrin3yroTCA Ha KUCTAX, CTOoNax,
BEPXHUX N HWXKXHNX KOHEYHOCTAX.

MoxeT HabniogaTbCa BOBIEYEHUE CIUM3UCTbIX ODONoYeK.

Eryt




[TauymeHT A. mane4uk, 1 rog 5 mec., Bec- 9300 r., pocT-80 cm

. AHaMHe3 Xn3Hu: NepuHaTanbHbIn aHaMHe3 He OTAroLleH. pyaHoe
BCKapMnuBaHue 0o 1 roga, Ha NepBOM roay XXMU3HW OTMEeYanuchb HU3Kue nprubasku
B Bece.

. Annepronorn4yeckun aHamHes: [vesasn anneprua Ha MOMoOKO?, NposiBNeHne
aTonuMyeckoro gepmaTtuta. HacneactBeHHOCTb: y OTUA U gefa no o/n —
annepruyeckue peakumm rno Tuny KpanueHULA Ha LUTPYCOBbLIE.

. AHamHe3 3aboneBaHusa: B TedeHne mecsua y pebeHka neprnognyeckm
oTMevanacb peoTa. Nocnegnun anusoa - 27.06.17r. C 25.06.17r. npucoegmHmncs
xngkm ctyn. ObpaTnnucb K y4acTKOBOMY neguaTpy.

. C 28.06.17r. nonyyan neyeHune - aHTepodypusn, KungepoH, MOTUNUYM,
me3um copTte, BUGpoLun (cumnTomMbl puHuTa) — 6e3 achdekxra.

. Co 2.07.17r. - oTek BeK 1 Bblaenenuns n3 rmas. Obpatnnmcb B MEOULIMHCKNI
LUEHTp, K nedyeHnto gobaeneHbl - oTunake, MHransaumu gpnymmyumn-
aHTUOMOTUK, cpochaniorenb; npuem aHTepodypuna NPoaOITKEH.

. 03.07.17r. OTmMey4eHOo nosBneHne HebOoNbLUMX SNEMEHTOB CbIN B BUAE
KpacHoBaTbIX MATEH Ha 3a4HEN NOBEPXHOCTU LLEN.

. 04.07.17r. - rMnepemMnss 1 NACTO3HOCTb 3aZHEN NMOBEPXHOCTU LUeW, ANEeMEHTbI
YBENUYUINNCH B pa3Mepe N Havanu pacrnpoCTpPaHATbLCS Ha TYNOBULLIE.

. C 04.07.17 Ha 05.07.17 - cnan 6eCcnokonHO. YTPOM OTMEYEHO MOBbILLEHME
Temnepatypbl o 39C, NMUo rMnepeMmnpoBaHo, 3rIEMEHTbI Cbinu
pacnpocTpaHUnMcb Ha obnacTb rpygHoONn KneTkn. [Ana CHUKeHna Temneparypbl-
CcBeYM LEeUKOH.

. 05.07.17. Tocnutanusauusa B KB Ne1,
OuarHos: CUHAPOM CTuBeHca-[)XOHCOHa




HeHemeaneHHble (Non-immediate) peakuuu runepyyBCTBUTENILHOCTU

CuHppomMm CtuBeHca->xoHCcoOHa/
ToKkcnyeckun anungepmaribHbIU HEKPOnus3

OpuTtemaTosHas Cblifb C BANbIMU BONAbIPSMU Ha Toxic Epidermal Necrolysis in Recessive Dystrophic
TynoBuLLE. Epidermolysis Bullosa after Bone Marrow Transplantation. Baull
Co-amoxiclav-induced Stevens Johnson Syndrome in CL, Hylwa SA, Sajic D, Wagner JE, Tolar J, Hook KP. J Pediatr.

a child. Pan Afr Med J. 2013;14:38. ;173:242-244.


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3612873/figure/F0001/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5322426/figure/F1/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5322426/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5322426/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Boull%20CL%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Boull%20CL%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hylwa%20SA%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sajic%20D%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wagner%20JE%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tolar%20J%5BAuthor%5D&cauthor=true&cauthor_uid=26976809
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hook%20KP%5BAuthor%5D&cauthor=true&cauthor_uid=26976809

HeHemeaneHHble (Non-immediate) peakumm runepyyBCTBUTESNIbHOCTU

ToKkcnyeckun anuvaepmMmaribHbIU HEKposnus

XapaktepuayeTcst OynnesHbiM nopaKeHnem
KOXXW, CMEPTHOCTb NMpPX KOTOPOM AOCTUraeT
30%.

TsKkenbl BapmnaHT JieKapCTBEHHOW
rmnepyyBCTBUTESNTBHOCTU

B pnebiote Oone3Hn obObIYHO OTMeYaroTcH
BHE3anHoe MOBbILLIEHNE TEMNEPATYPHI,
HegoMOraHue ¢ nocrnenyoLwymMmm
BbICbINAHNAMW, KOTOpble O60Ne3HeHHbl Ha

OLLYMb.

Truncal epidermal necrolysis and b flaccid bullae on right upper
limb, on admission. ¢ Silver sulfadiazine application, day 7. d

3aTeM Ha4nHalT PopMMPOBaTLCA Extensive lesioning, day 14. e Re-epithelialisation with altered
ny3blpu, MNosiBrAeTcH Knaccuyeckum pigmentation, day 21. Incidental umbilical hernia was untreated.
CAMMTOM HuKonbCKoro, fnpn KOTOpPOM Severe antiretroviral therapy-induced toxic epidermal
HeXxxHoe BOKOBOe [aBrieHne NpUBOAUT K necrolysis in a child. Norris IM?, Stuttaford LH, Dowds LF. Case
OTTOPXEHUIO anuaepmMuca. Rep Dermatol. 2012 Jan-Apr; 4(1): 31-36.

Published online 2012 Feb 8. doi: 10.1159/000336569

B npouecc BoBnekawTcs CNn3ncTble
060MNoYKN pTa M NOMNOBbLIX OPraHoOB, a Takxke
KULLEYHMKa W rnas.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Norris%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=22611363
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stuttaford%20LH%5BAuthor%5D&cauthor=true&cauthor_uid=22611363
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dowds%20LF%5BAuthor%5D&cauthor=true&cauthor_uid=22611363

HeHemegneHHble (Non-immediate) peakuum runep4yyBCTBUTESIbHOCTU

OcTpbin reHepann3oBaHHbLIN 3K3eMaTO3HbLIU
nyctyne3 - AGEP

O6bLIYHO BKIIHOYaEeT B ceb6A OCTPYH NUXOopaaKy
(Bbiwe 38°C) n KOXHbIE BbiCbINaHUA B BUAe
MenKUX NycTyn Ha ¢poHe apUTeMbl,
NosIBNSOLWENCSA, KaK NpaBuno, B Te4eHue
HEeCKOJIbKMX YacoB nocrie npuMeHeHus
NPUYNHHO3HAYUMBIX FIEKApPCTB

XapakTtepHbl HeuTpodunes, ymepeHHas
3o3unHohunua

B HekoTOpbIX cnyyasax HabnropakrTcA
OTEYHOCTb NULA U PYK, NOpPaXXeHUs
BHYTPEHHUX OpPraHOB MarioXapaKTepHbl

He yctaHoBneHo yb6eauTenbHbIX
reHeTUYeCKUX MapKepoB, aCCOLUNPOBAHHbIX
c AGEP

Acute Generalised Exanthematous
Pustulosis (AGEP)



HeHemeaneHHble (Non-immediate) peakumm runepyyBCTBUTESNIbHOCTU

DRESS-cuHpgpom - Drug Rash With Eosinophilia
and Systemic Symptoms Syndrome -

Peakumn Vb Tuna Ha nekapcTBeHHble CpeacTBa, COMNpoBOXAarolmecs 303MHOUNEN U
CUCTEMHbIMW CUMMTOMaMU; MOTEHUUasrbHO YrpoXaeT XU3HW.

KnnHnyeckne xapaktepucTuku: OCTPOE Ha4yano, Chbifb, NMXopaaka U NOMeHbLUEN Mepe OAUH
N3 CMHAPOMOB (NUMdaaeHNT, renaTut, HedpUT, NHEBMOHUS, KapauT, TUPEOUaNT) B COHYETAHUM
C remaTosiormM4yecKMMmn HapyLLeHUSaMU (303nHOUNNA, atunmMYHble NMMM@OLNTLI,
TpoMBOoUNTONEHNS, NENKONEHNS).

Chest radiograph shows increased ground glass opacity in the whole lung
field, which represents interstitial pneumonia

*Drug Rash With Eosinophilia and Systemic Symptoms
Syndrome Induced by Chloral Hydrate in Early Childhood

*Allergy Asthma Immunol Res. 2014 May;6(3):270-272.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4021248/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4021248/
https://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click on image to zoom&p=PMC3&id=4021248_aair-6-270-g002.jpg

He-HemegneHHble (Non-immediate) peakumum runepyyBCTBUTENbHO

SDRIFE - symmetrical drug-related intertriginous and flexural exanthemas‘%%

“Baboon Syndrome” (BS)

CVIMMETpVI‘-IHbIe U3rMbHbIEe U MEeXCKNaaKoBble 3K3aHTeMbl, CBA3aHHbIe C

rekapcTBamMm

Symmetrical drug-related intertriginous
and flexural exanthema induced by
clarithromycin* C. Moreira, M. Cruz, [...],
and F. Azevedo. An Bras Dermatol. 2017 Jul-
Aug; 92(4): 587-588. doi: 10.1590/abd1806-
4841.20176125

Intertriginous & Flexural examthemas

BS - ouddysHasn aputems aroguu U g
rpaHuuamn. iHoraa 3agencTBoBaHbI
NnoaMbILLEYHbIE CKNaAKK, Les, NMuo
COMpOBOXOAOTCA CUCTEMHBIMU CUMIT

XOTS TOYHBIV MEXaHU3M €ro PasBUTUS 3
ybeauTenbHble JoKasaTenbcTBa ponu onocpe,u,osaHHom T-kneTkamu peakuum
rMnep4yBCTBUTENBHOCTM 3aMefieHHoro Tuna.4

[lmarHo3s oBbl4HO OCHOBbLIBAETCA HAa UCTOPUK BOME3HU M KITMHUYECKUX
pesynbTartax. JlabopaTopHble TeCTbl U BUONCUSA KOXM HE ABMATCA HU
cneummuyYeckUMm, H1U OUarHoCTUHECKUMM. 21
KoxXHble nopaxeHusi paspeLuaroTcs CNoHTaHHO nocrne Toro, kak JIC oTMeHeHo,
No3TOMY NleyeHne cumnTomMaTmieckoe. MecTHble UM CUCTEMHbIE
ITFOKOKOPTUKOMABI MOTYT YCKOPUTL BOCCTaHOBMEHME.



HeHemeaneHHble (Non-immediate) peakuuu runepyyBCTBUTENILHOCTU

Opyrne KoXxHble peakuun Ha nekapcTBeHHble CpeacTBa:

* Y3noBaTasi 3pUTEeMa — noakoxHbIe yanbl
KpacHOro uBeTta, fokanuaylowmnecsd
NPEUMYLLECTBEHHO Ha nepeaHen NoBEepPXHOCTU
roreHen, MOXeT COMNpoOBOXAATbCS
cyoebpunnuteTom, HegOMOraHMeM, apTpanruamMm
N MUanTUsmu;

 KOHTaKTHbIN annepruyeckumu |
Warm, painful erythematous, violaceous,

lqepMaTMT — B MeéCT€e BO3[encreud subcutaneous nodules with smooth, rolled,
JTeKapCTBEHHbLIX CPeacCcTB MNOABJIATCA 3pUTEMA, borders seen on the anterior lower

extremities.
OTeK, BO3MOXHO BO3HUKHOBEHMWE Be3ukyn, Bynn. Open Foram Infect Dis. 2017 Spring: 4(2):

ofx072. Published online 2017 Apr 6. doi:
10.1093/ofid/ofx072

B An unexpected positive hypersensitive reaction to eugenol

Praveen T., Pushpalatha C, Shrenik J., and Sowmya SV

MJ Case Rep. 2013; 2013: bcr2013009464.

Published online 2013 Sep 18. doi: 10.1136/bcr-2013-009464 OPUPHOE Macno — B cocTaBe 006e360N1BaIOLLINX,
BuounaHbIX NpenapaTtoB U aHTUCENTUKOB



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3794103/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tammannavar%20P%5BAuthor%5D&cauthor=true&cauthor_uid=24049087
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tammannavar%20P%5BAuthor%5D&cauthor=true&cauthor_uid=24049087
https://www.ncbi.nlm.nih.gov/pubmed/?term=C%20P%5BAuthor%5D&cauthor=true&cauthor_uid=24049087
https://www.ncbi.nlm.nih.gov/pubmed/?term=Jain%20S%5BAuthor%5D&cauthor=true&cauthor_uid=24049087
https://www.ncbi.nlm.nih.gov/pubmed/?term=SV%20S%5BAuthor%5D&cauthor=true&cauthor_uid=24049087
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3794103/
https://dx.doi.org/10.1136%2Fbcr-2013-009464
https://dx.doi.org/10.1136%2Fbcr-2013-009464
https://dx.doi.org/10.1136%2Fbcr-2013-009464
https://dx.doi.org/10.1136%2Fbcr-2013-009464
https://dx.doi.org/10.1136%2Fbcr-2013-009464
https://ru.wikipedia.org/wiki/%D0%90%D0%BD%D0%B0%D0%BB%D1%8C%D0%B3%D0%B5%D1%82%D0%B8%D0%BA
https://ru.wikipedia.org/wiki/%D0%90%D0%BD%D0%B0%D0%BB%D1%8C%D0%B3%D0%B5%D1%82%D0%B8%D0%BA
https://ru.wikipedia.org/wiki/%D0%91%D0%B8%D0%BE%D1%86%D0%B8%D0%B4
https://ru.wikipedia.org/wiki/%D0%90%D0%BD%D1%82%D0%B8%D1%81%D0%B5%D0%BF%D1%82%D0%B8%D0%BA

INlekapcTBeHHaa nuxopagka

Xapaktepusyetca nogbeMOM Temnepartypbl OT
cybdpebpunbHbIX 3Ha4YeHU o 39°C, oT KpaTKOBPEMEHHOIO ee
NOBbILLIEHUNS OO0 ANUTENBHOTO.

Pa3BnBaeTtcs no NMMYHOKOMITJIEKCHOMY UJIN KJITETOYHO-
onocpenoBaHHOMY MEXaAaHU3MY.

B oTnuume oT Apyrux Nnxopagok, y naumeHTa COXpaHsieTcs
OTHOCUTENbBbHO XOpOoLlee CaMO4yBCTBUE.

Uepes 2—3 cyT nocrie oTMeHbl NPUYNHHO-3HAYMMOTO
NIeKapCTBEHHOrO CpeacTBa Nnuxopagka Uc4yesaer.



HeHemeaneHHble (Non-immediate) peakuuu runepyyBCTBUTENIbHOCTH

Backynut. YpTukapHbIn BacKynuTt

CUMMETPUYHbLIE BbICbINAHWA,
ocTaBngawoLwme OAnUTENbHYIO
nUMrmeHTauuto, obbI4HO
NoKanuayrLwmecsa Ha rofieHsax
(Yalle HWXKHAS TPETb),
nogbbkKax, aroguuax, pykax.
JTnuo n wes obblvHO He
nopaxatoTcs

Nair BT, Krishna SR, Karmani S. Leukocytoclastic
vasculitis following DPT vaccination. Trop J Med

Res. 2015;18:42-4.

YpTUKapHbIN BacKynuT
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CbIBOpOTO4YHAsA OOMesHb

OcTpas annepruyeckas
peakuus, pasBuBaroLLaacsa no
MMMYHOKOMIMIEKCHOMY
MEeXaHn3My.

CumMnTOMBbI NOSABNAKOTCS Yepes
1-3 Heq nocne Havana
riedeHna B BUE BbICbINaHNN
(KpanMBHUUA, NATHUCTO-
nanysrieaHasa CbiMnb),
nmxopagku, aptpanrum (B
OCHOBHOM KpPYIHbIX CyCTaBOB),
numdageHonaTuu.

[nnTenbHOCTb 3aboneBaHus
COCTaBNSAET OT HECKOSbKMNX
OHEW 00 HECKONMbKMX HeQernb B
3aBUCMMOCTU OT TSXKECTH.

YpTuKapHble, KomnbLeBble DRALWKN C TEMHBIMA
LEHTPaMKN Ha BEHTPanNbLHOM npeansedsne
(ueda3onuvH)




Drug hypersensitivity

Number of patients 71
Age 7.52+4.04
Boys 33
Girls 38
Glucocorticosteroids dose (mg/kg per 2.27 +1.44

day)

2.13 [1.62; 2.59]

Clinical syndromes:

Urticaria 23 (32.4%)

Urticaria + Quincke's edema 11 (15.5%)
Quincke's edema 3 (4.2%)

Other skin rashes 11 (15.5%)

Other skin rashes + Quincke's edema 16 (22.5%)
Serum sickness 1 (1.4%)
Anaphilaxis 6 (8.5%)

[. H. Hosropoga, AKI'b Ne1 2015-2016 rr




CNACMBO 3A BHUMAHMUE!
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Tokcudecknn annagepmanbHbIN HEKPOSNS

]

. General properties of the patients, drugs which are thought to be involved in the etiology and drugs which are vsed in treatment

Patient Period of
Gender Age Diagnosis Suspicious drug or drugs Drug groups used in treatment
number drug usage
1 hiale 3 15 3JS/TEN Lamotrigine, valproic acid Antihistaminic, systemic corticosterodd, IVIG (1.8 z kg)
overlap
2 Male 2 SIS/ TEN Ceftriaxon, cefuroxim Antihistaminic, systemic corticosteroid, systemic antibiotic,
overlap systemic antiviral, IVIG (1.8 g/kg)
3 Female 3 2 TEN Paracetamol, tbuprofen Antihistaminie, systemic corticosteroad, IVIG (1.5 g'kg), antibiotic,
antifungal
4 hiale 15 4 3IS/TEN Walproic acid, penicillin Antihistaminic, systemic corticosteroid
overlap
5 Iiale 10 SJS/TEN Amoxycillin‘clavolonate Antihistaminic, systemic corticosteroid, IVIG (1.5 g'kg)
: overlap claritromycin+ibuprofen
& Female 2 2 TEN Cefalexin, ceftriaxon Antihistaminik, sistemil: bortikostercid, IVIG {1 gks)
7 hiale 3 10 815 Amoxycillin‘clavolonate Antihistaminic, systemic corticosteroid
8 Female 12 30 TEN Lamotrigine, valproic acid Antihistaminie, systemic corticosteroad, IVIG (2.5 g'kg),
cyclosporine, antibiotic, antifungal albumin, erythrocyte
transfusion
9 hiale 44 TEN Phenytoin, amoxyveillin clavulonate  Antihistaminic, systemic corticosteroid, IVIG (2 g'kg), antibiotic,
antifungal
10 Female 10 SIS Herbal mixhlre:: common cold Antihistaminic, systemic corticosteroid
3}11.11:12
11 Female 2.3 20 TEN Lamotrigine, valproic acid Antihistaminie, systemic corticosterodd, IVIG (2.5 g'kg), albumin
[ ]

Turk Pediatri Ars. 2016 Sep; 51(3): 152-158.



HeHemeaneHHble (Non-immediate) peakumm runep4yyBCTBUTENIBHOCTHU

doToaepmMaTUTLI:

* 3pPUTEMATO3HbIE BbICbINaHMS Ha
OTKPbITbIX y4acTKax Tena,
BO3MOXXHO obpa3oBaHme
BE3UKYI, Oyn




HeHemepneHHble (Non-immediate) peakuum runep4yBCTBUTENBbHOCT

CucrtemMHble nposABIIeHUA.

NenaTur,

HOBpe)K,D,eHMe no4Yexk,

MnepyyBCTBUTENbHbLIN
NHEBMOHMT,

AHemus,

HenTtponeHus

TpombouutoneHus

J Res Pharm Pract. 2017 Apr-
Jun; 6(2): 130-133. Drug
reaction with eosinophilia and
systemic symptom in a patient
with pneumonia and
hyperthyroidism/ H. Jin, L.
Wang, J. Ye

Eosinophils count ( 10"/;1L) and

creatinine levels (mg/dL)
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(sn1522) 2ampeaxduaf,

[MTHeBMOHMA Ha aTane fevyeHns y nayneHTKn ¢ rmnepTupeo3om.
OcnoxHeHune Ha 8-1n aeHb Tepanun Ha PoHe NOAKITYEHUS aHTUTUPEOUAHON
Tepanuu (N0 BpeMeHM coBnaso ¢ nposegeHnem mbpobpoHxockonun): nuxopaaka,
CbIMnb, MMM ageHonaTus, rmnepao3nHoUNns, BUCLIEParibHOE NopaXXeHue
(noye4yHas HEAOCTATOYHOCTb U 303UHOMUSTIbHLIN MHEBMOHMUT), Bbl3BaHHbLIE

CoctosHue yIyylwmnnocCh rnocre otMeHbl METUMKN3OS1A.

32

METMMa3051oM (MeTumason — aHTMTI/IpeOI/ID,HbII7I npenapar n3 rpynnbl TMIOGAMUAOB —
npUMeHdeTCA and nev4eHnd rmnepmpeosa).




Antibody mediated hypersensitivity reactions (I-1l]) and
delayed type hypersensitivity reactions (IV a-d)
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